SR 48892, the first potent selective non-peptide antagonist of 
neurotensin receptors 
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In vitro, the non-peptide compound SR 48692 competitively inhibited [ 125 !]- 
neurotensin binding to the high affinity neurotensin binding sites present in 
brain tissues from adult guinea pig, adult rat, ao'ult and new born mouse, and 
adult and new born human with ICsos from 1 to 30 nM. SR 48692 also 
inhibited [ 125 l]-neurotensin binding to the low affinity, ievocabastine-sensitive 
neurotensin binding sites from adult rat and mouse brain, but at higher 
concentrations. SR 48692 potently inibited neurotensin binding to the cloned 
high affinity neurotensin receptor transfected in COS cells (ICsq, 7.6 nivt) and 
to the high affinity neurotensin receptor from the human colon carcinoma 
HT29 cell fine (IC 50 , 30 nM). In guinea pig striatal slices, SR 48692 inhibited 
the potentiating effect of neurotensin on the K + -evoked release of 3 H- 
dopamine with an IC 50 of 0.46 nM. In HT29 cells, the compound competitively 
antagonized neurotensin-induced Ca ++ mobilization with a pA 2 value of 8.13. 
In vivo, intraperitoneai and oral administration of SR 48692 at low dose (80 
pg/kg) equipotently reversed the turning behavior induced by intrastriatai 
injection of neurotensin in mice with a long duration of action (6 h). -In all the 
above biological tests in vitro and in vivo , SR 486925 showed no agonist 
activity. SR 48692 represents the first potent and selective non-peptide 
neurotensin antagonist described to date. Our data indicate that the 
compound has good oral bioavailability and can cross the blood brain barrier., 
ft should make a powerful tool for investigating the functions of neurotensin in 
pathc-physiological processes. 
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